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Application of) 


rieeney, ei ai 


oCriai INU*. 




Filed: 


July 20, 2004 


For: 


Treatment of MS with Goat Serum 


Group: 


Unassigned 


Examiner: 


Unassigned 



Commissioner for Patents 
Box 1450 

Alexandria, V A 223 1 3- 1 450 

RENEWED PETITION UNDER 37 CFR 1.137(b) AND 37 CFR 1.47(a) 

Sir: 

This is a renewed petition under 37 CFR 1.137(b) and 37 CFR 1.47(a), to revive the 
above-identified application on the grounds that the abandonment of the above-identified 
application was unintentional, and to accept the above-identified application without the 
signature of one of the inventors, Jonathan Heeney, in response to the Decision mailed July 22, 
2010. 

Accompan ying this, renewed petition is a Declaration of Gareth Williams. Mr. Williams 
is a Chartered Patent Attorney and a European Patent Attorney in the United Kingdom with the 
firm of Marks & Clerk. Marks & Clerk filed the corresponding PCT Application No. 
PCT/GB03/00342. 

Mr. Williams testified that he sent a Declaration and Power of Attorney, and a copy of 
PCT Application No. PCT/GB03/00342, to Jonathan Heeney at his last known address, i.e.. 



Vrijburgstraat 25, Voorburg, 2275BX, The Netherlands, on August 17, 2010. Mr. Williams was 
informed of Mr. Heeney's last known address through previous correspondence with Mr. 
Heeney's legal representatives, HGF Law with respect to another application that included Mr. 
Heeney as a co-inventor, i.e., Application Serial No. 10/482,399. 

The firm of Marks & Clerk received a signed receipt as confirmation that the Declaration 
and Power of Attorney, and a copy of PCT Application No. PCT/GB03/00342, sent on August 
17, 2010, had been delivered to Mr. Heeney. 

Mr. Williams then testifies that, to the present date, he has received no response from Mr. 
Heeney. 

Thus, a declaration and power of attorney, and a copy of the above-identified application, 
were sent to Mr. Heeney at his last known address. Mr. Heeney received the Declaration and 
Power of Attomey and the application; however, he has not signed the Declaration and Power of 
Attorney, nor has he responded to Mr. Williams. Therefore, it can be concluded that Mr. Heeney 
is refusing to sign the Declaration and Power of Attomey after he had been provided with the 
Declaration and Power of Attomey and a copy of the application at his last known address. It is 
therefore respectfully requested that the Renewed Petition Under 37 CFR 1.137(b) and 37 CFR 
1.47(a) be granted, that the above-identified application be revived, and that the above-identified 
application be accepted without the signature of Jonathan Heeney. 
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IN RESPECT OF US 
PATENT APPLICATION 
10/502,031 

DECLARATION 

I, Gareth Williams, of Marks & Clerk LLP, 62-68 Hills Road, Cambridge CB2 ILA, 
United Kingdom, declare as follows. 

1. I am a Chartered Patent Attorney and European Patent Attorney, and practise in 
the UK. 

2. International Patent Application PCT/GB03/00342 was filed by Marks & Clerk on 
behalf of Aimsco Limited, naming three inventors: Angus G Dalgleish, Jonathan 
Heeney and Stanley D T White. 

3 On 17 August 2010, I sent a copy of International Patent Application 
PCT/GB03/00342 and a Declaration of Inventorship document to Jonathan Heeney at 
his last known address at Vrijburgstraat 25, Voorburg, 2275 BX, the Netherlands. A 
copy of the letter sent to Jonathan Heeney is attached as Annex I, 

4 We obtained a signed receipt as confirmation that this document had been 
delivered and received at the above address. A copy of this document is attached as 
Annex II. 

5 I have had similar problems obtaining a signature from Jonathan Heeney for 
another U.S. application, also filed on behalf of Aimsco Ltd. This application is U.S. 
Patent Application No. 10/482,399 (International Patent Application 
PCT/GB02/03037). 

6 On 10 June 2008, I sent a copy of International Patent Application 
PCT/GB02/03037 and a Declaration of Inventorship document to Jonathan Heeney at 
his academic address at the Department of Veterinar/ Medicine, Madingley Road, 
Cambridge, United Kingdom. 

7 In response to our 10 June 2008 letter, we received a response from HGF Law, 
who are the legal representatives of Jonathan Heeney for both applications. A copy 
of this letter is also attached as Annex III. This letter stated that all correspondence 
to Jonathan Heeney should to be sent to his address in the Netherlands. For this 
reason on 17 August 2010 we sent the application and Declaration of Inventorship 
documents for this application to Jonathan Heeney at his address in the Netherlands. 

8 The letter from HGF law also made reference to an earlier letter dated 5 April 
2007, in which HGF law stated that Jonathan Heeney would be prepared to sign on 
the basis that all monies owed to him are paid and on the basis that all claims 
against Jonathan Heeney are withdrawn. A copy of this letter is enclosed as Annex 
IV. 

9.T0 date, I have received no response from Jonathan Heeney. 
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I hereby declare that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that w,|ful false 
statements and the like are punishable by fine or imprisonment, or botli, under 18 
use 1001 and that such wilful false statements may jeopardise the validity of the 
application or any patent Issued thereon. 







Garethj 


[Williarrfev 





20 September 2010 
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Marks&Clerk LLP 

Patent and Trade Mark Attorneys 



C&. . .oridge Office 

62-68 Hills Road. Cambridge CB2 1 LA 

Tel- +44 (0)1223 345520 Fax: +44 (0)1223 365580 

cambrldge@mark5-clerk.com www.mark8-clerk.com 



Jonathan Heeney 
Vrijburgstraat 25 
Voorburg. 2275 BX 
Netherlands 



Our Ref: GOW/aw/PC760077U5 
Your Ref: 

Date: 17 August 2010 



By Courier 



Dear Dr Heeney 

Re- United States Patent Application No 10/502,031 
' In the name of AIMSCO Limited 

,„ connection w«. .ha^.ov.^^^^^^ 

Patent Application No PCT/'3B2003/00^^^ Inventorship document You 

Se'nfmr:^ o? t^ paie^t^ a^^^^^^^^^^ and for it to proceed, the U.S. Patent 

Office requires the completed Declaration from you. 

r^^^^HarH Pnntp who WO Understand are your 

we would be grateful » you could sign the DeCa,.«on and return « U. us a, ,our earliest 

convenience. 

„ ,ou do no. intend to sign the DeCaratlon, I would be grateful if you could confln. this to me 
by return. 
Yours sincerely 



for 

Enc. 




th Willia 

lARKS & CbERKH^LP 

eclaration hi Invents 



pb^UpP'icftion: PCT/GB02/03037 



Marl.. Clark LLP isal^nednab^WPBrtnarshlp^^^^ 



I' 
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ncrl tctTIOM ^H" POWER O' ATTORNEY 



Asabelownr-odlnventorlherebyilMlarethat 

TREATMENT OF MS WfTH GOAT SERUM 

on. (if applicable). , 

amendedbyanyamendmertreferTedtoabove. 

, a^owWgo duty to d^oso Wo™,a.on «b.. . n«a.ada, U, *a P^,^ o, *ls app.^«o„ ,n accordanoa 
tKtS of Fedar4l Ragulallona Saaton 1 .6e(a). 

,Ka™W<^a,. foreign p,.r,.b^U.ndarT«^^^^^ 

PCT 2 July 2002 No 

PCT/GB02/03037 /pnuntiv^ (Day/Mottth/Year Filed) gl U 

, .«aby ir:L..« u^af * ^ U.,ad Coda ?;%^£S,?S«Ke»; 
slid balow and Insofar as tha "j^.^ SS^ph oTTlfa 35 United Stales Code Section 1121 eckno»J=dBa 
States application In the "?=™='S?„1s d^^dm Coda of Federal Regulations Seclton 1.56(a) which occtrrad 

STnl'SdaKi^'STar^^t^S^^^^ 

PC T/GB03/00342 nl^T " (Status - pending provisional, patented, p ending. abanaonedT 

(Appl,ca«on serial No!) . (Filing Date) • 

-^B5r55a^?«5i«^5K5K^ 

, appoint «e e^e»(s) enjor eaenW ral'S^ilHR^'J^SmSTo^^^^ 

|IH="Sp^^;^S»S car... B.e, Ba. Ceo... Ste^r. . 

SSslnl 5 Better Faim Road. RoaeBnd, NJ 07068 - (973) 994 1700. 

,Ke,.b,d.cler,th«e»s.a,»nent.n,ed.he»,nc<m,»»,^J«o^^^^^^^^^^^ 
SXtroffiondtt-rtherlliatllj^ea^^ 



Full name of sole or first inventor: Jonathan Heeney 

Citizenship 



Date 

inventor's sIgnaturB ^ 



Residence 



Post Office Address Vrijburgstraat 25 

2275 BX Vo^Tfeurp, Netheriands 



Fullnameofsecondlnventor. Angus George Dalglelsh 



Date 

Inventor's sign e — ' citizenship linited Kingdom, 



Residence 

Post Office Address 7 Burden Lane 
Cheam 

Surrey Su1 2 7PP 
I inited Kingdom 



Fullnameofsolethlrdlnventor. Stanley D.T. Whte 



Date _ 

Inventor's signature ■ " Citizenship U.SA 

Residence , " 

PostOfflce Address 315 Czeski Road 
P.O. Box 326 

Hardwicl<.M8«««^*^"SQttsO^Q^7 
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• • f . ™at immunised with HIV contains anti-HLA antibody and is suited for palliative 
S- (57) Abstract: A serum composition from a goat immumsea wi 
^ improvement of the condition of an animal. 
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Treatment 

The present invention relates to a treatment. 



BACKGROUND OfTHE INVENTION 

WO 97/02839 relatestoVi^alSuppression,TreatmentandPre^^^^^^^^ 

Virairr. :t%esamethoaforproducin.neu..i..^^^^^ 
thetreatmentofaviralinfectioninapatient,compr.ingd.estepsof. 

r exposingamammaltoavirussuchthatsaidmammalproduces 

neutralizing antibodies to said virus and 

\ coHectingsaidneutralizingantibodiesfromsaxd— 1 

Xntheexamples,anHIVvaccinedesignatedAAV.isol.taine^^ 
virus vdth HIV neutralizing antibodies obtained from a goat 

WOoi/6oa56relatestoNeutralizingAntibodyandImmunomoW 
BnbancingCompositions. It provides an immunomodulatory compo.t.on 

comprising: , 
heterologous antibodies specificfor an antigen; and 
ril^gL,whereintheheterologousantibodiesformaco^^^^^ 

antigenforcombinationwithapharmaceuticalcarner. 

re eTamples are similar tothoseof WO 97/oa839, and ag^ 

I^-UdAAVaisobtainedbymixingHIVviruswithHIVneutral.^^ 

antibodies obtained from a goat 

W0o./O776oi.concemedwitta-fterapeuacA6ent. 
n,ethodofpllUHIVinfectionor«-inaividna.infec.ed,«tbHW. 

comprising the steps of 
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(1) exposureofgoatiimnunesystemtoHIV; 
.) purificationofantibodyfromthegoatafi.rHIVchallengejaud 
(3) Latmentofanindividualwiththeantibodyobtainedinstepaabove. 

PCT/GB 02/03037 is concemed^th a therapeutic agent, and reports on 
thediscovery of anti-HLAandotherant^^ody activity inacompos^^^^ 
Lgoats:rumfollowingHIVchanenge.ThepresentPCrapphca^ond.m^ 
plri^of PCT/GB oa/03037. We incorporate in Ml by reference the content 
of PCT/GB 02/03037- 

Inprelinunaxytrialsbasedontheproductc£PCr/GBo2/03037.pa^^ 
^HIVhavabeentr«.tedsucce^yusingserun.fron.agoatdter challenge 

withHW. 

P,:etobl, the treatment employs a serum compositioB v,M.h be 
obtainedbyaproeesstavoWngraisingeffectivaantibodiesinagoatdrammg 

rdftomth!goat.demona.ra.lngHIVneutraU.ngcapabiU^mtbe^awn 

blood.removingsolidsftomtheblood,predpi.aangusingsupersaturaed 

ammonium sulphateorothersuiUblepredpltationagent,separatmg the 

precipitate, dissolvtagthepreelplta.emasuitablea,p.eo„smedmm and 

L^gthesolutionwithacut^ff of 5,000 to 50.000 Daltons. preferably 

!^rto 30,000 Dahons, more preferably 8,500 to X5.000 Daltons, e^ 
Iurro,oooDalto».Themethodofgoatimmu— c^-bemtramusoular 

butother^ndardtechniquessmhassubcutaneousotintmdennd 
linstra.ioncanalsobeused.Thepuriflcationproce.oanaUobecompleted 

by other commonly usedfractionation action methodsCcapryhcacdfor 
example) provided the total residue is used. 

More pardcularly,.he treatment Wicallyemploysagoatsermn obtained 
in the following way. 



Example of Production of Goat Serum 
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™priatei.te™l,s«eh.stwoweelcs.forimflala.sesmen. in^^^ 
rpZZprocedure,the,oatisinjeCedever,we*f6rfourwee,».th.n.ts« 

v^tetheammaltethenbledtoottainthereagent 

Approximately 400 .c of blood is dra«n from fte goat unto sterile 
teehrdque-Theareaforneedleextmcdonisshavedandpreparedv* 
llZe Mx8-gageneedleisusadtodra«approxtaately400ccofblood 
'^LtaL«.ote.tbattl,ea.m.ea.tole.teapp.»^^^^^^ 

f diaymwtthout the arimal suffering any untoward effects. The anuna^ 
::::!ltrtobesaeriflcea Theanlmalcanthenbere-bledtnappro— 

10 to 14 days after it replenishes its blood volume. 

Thepresenceof potentiaHyuseMantibodies was confirmed. Once the 
p^enrfsuchrejtswasconfirmedbloodwasthental^nfromthegoa^at 

bri4-6weete,andcentrifi.gedtoseparate.heserum. soomlofserum 
rrrfilteredt^remo™lar^elotsaudpartic„latemat.er lbes«^ 
rntltedwithsupersatura,^ammoniumsu.feteC45«solut,onatrom 

rature)toprecipita.eantihod.esandothermateri=a^ The^^ 

.olurion was centrifi^ged at 5000 rpm for five minutes. ^^^s 
supematantfluidwasremoved. Thepredpitated-mmuno^obutavms 
ZZdeainphosphate-bufferedsaUneCPBSbu£f«SseeSan.brooke^^^^ 
:;:Zl«AUboratoryManuaV.X98,)su£Boienttored.solvethe 

precipitate, 

Thesolutionwas.hendialysed.hroughamembranewia.amdecul.r 
««ghtoutoff of 10,000 Daltons. Dialysis wasoarriedouttePBSbufie, 
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d.ansedevery£<»ho»«ov«a^odofMl.<»«.Dialysiswaseaxriedoutat 
4"'C. 

After .4hours of dialystethecoutentsofthedialydstagwere^nptied 

and stored at -22°C prior to use. 

The reagent is then ready for use. 

Changes maybemdeintHaprocedure.™chasfot«=mpleby varying 
Stoilatlyfl.edialysiscut-ofEneednotbeatxo,oooDaltona. 



THE INVENTION 

The 



-J » ,«at>,n*1 for nalliation of the condition of 
present invention provides amethod tor pauiau 

a recipient human or non-human animal. 

Inarelatedaspect,theinventionprovidesamethodforimprovingthe 

.eneralp^iJorment^conditionofahuma^ 

Purthermore,amethodoftMsinventiongivestreatmenttoincre^ 
being and/or self-respect. 

also provides a procedure for improving quality of life. 



The invention 



in aparticular aspect, the eondWons to be treated are tadicativeo^ or 
^cia,^L.theageingprocess,orareindic«iveo£hea,thandwelfare. 
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I„atelatedmsion.«epiavideapto«sso£r^ena«on tothis 

Jel»dyconditionsoftaxattfbrt»dtoold=ge.su<*astaprovedstan 
Licity.n.en,o.y, eyesight I„efiectit«3uvenatespa*cfthel»ay. 

Inc„eBspect,ftepresen,inventionemploysacompositfon— ng 
^ti H^antibody. inthU reject ti.e antibody »nbana««do.«>gmeered. 
rlbet^o^pa^. ^.,fo,e»n.p,e.,.aan«-HI.an«bodyeanbea 

Fab. 

to arelated aspect, the present invention employs a serum composition 
obtainedftomtbeserumofagoatafterchallengewithHWlysate. The 
^::;lLcanbeptep«tedbytheme4odgivenasanExampleo£Produotron 

of Goat Serum. 

E^plesofconditio„swhichm.ybapalliativelytrea,edbythepresent 
invention inclnde sWn, nails, hair. m.sdes. memory, co-ordination, energy 
levels, depression, appetite and sexual activxty. 

toge„eral,admimstrationofthecompositiontoahumanorother animal 
inneedoanresultinasignifleantimprovementinoneormore of these 
conations. One or more administrations may be given, and Wrfy the 
benefitsareobservedafteraseriesofatleastthree.fiveormore 

administrations. 

The animalisusnallyahumanwho mayor may nothavesomediseaseor 
other illness requiring treatment. Thefllnesscanbeone susceptible to 
treatment byacompoation employed in thepresentinventu>n. 
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Thus, the present tovention emtaaces treatmeot of humans «bo may or 
^yuotbereceivingsomeothertreatmentap^tfiomthegoatserumproduc^ 

and may or may not have an illness being treated. 

Typically the invention employs a composition induding the active 
eomponentwhichcanbederivedf^mftebloodofasuitably^anengedgoatby 

rslme«ractiontechni^ethati.notdesignedtoisolateind™du^.spec*c 

antibodies. In particular, thainventionenvisagesisolationoftt»act.ve 
component. which^ecuKentiybdieveindudesantt-HlAannbody.^b^^a 
lLofco-operatinganti-HlAantibodiesand/orFASantibod:es.fromblcod 

^„ftbechallengedgoat.without4arequirementforexhaust,ve 

pnriflcationandextractiontoobtainanindividualanabody. TKeobserved 

Leflts suchasontohairandsWn tone and colour,i,e.an.i-age.ngsugge^ 
^,uepropertiesv*ichcannotnecessarilybeexplainede.clus.vely.ntermsof 

antibodies. 

All of .he availabledatato^te point to the fact that the acti,nty does not 
stemftomananti-HIVneutralisingantibody. Accordingly,inonBpr*rred 
aapec..wepr<wideacomposition, suitably oneobtainedftomagoat after 
challenge«ift«>immunogen.«herethecompositiondoesnotmcludeanu. 

HIV neutralising antibody. 

Without beingboundby any theory or hypothesis, it seems thatthe 
worHngsubstancemayindudeabiologicallyactivegoatmolecnleftatisnota 
ritalody,buta^oMne,hormone.orshmtoWe»cleoulethat.reta>ned 

through the crude purification process. 

If ,he aclivB substance is an antibody then it may be recognising one or 
more ligandsorreceptors which inviuoaretriggeringliephysiologicaleffects 

we are observing. . 
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+ Qhared with the virus from either 
theH9ly.>phon«oeni.neoracma^h™^PB ^^^^ ^^^^^^^^^^ 

i_suppressedpatieBtsandBormalindividuals. 

•fipailv iises a serum extract, which possibly 
The present invention specificaUy uses a serun 

vdthin minutes of being treated, 
tloodisdravm and modified accordingly. 

prepare it for human use. 
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Tre^tmertisgh^nbymeansofasabcuttneousinjecflon, in amounts 

Treatmentisgiven y ^^flj-deriKned to deUver the medication 
va^ngbetweenone/tenthandten^^d^ 

„.onths. Forcancerpatients.o.3mlv«ekIyseemsbeat 

inmostc^esthetreatmenthasbeenoonduotedonceeverfbnrv^lcs 

r.r.fh period General observations are as follows: 
■"^-r rl^-ve^dep^ssionwas^e^inleastb. 

. "-t«obou.po...eetion^nea.e. 

, ::;::ru:si..ponseon«™ed.at.oe^a^. 

^eIt.reatmentthe™a,.oadsandPa4 value, weredxoppmg 
substantially andftatCD4andCD8censv,ereincreas>ng 

dramatically. 
5. Significant side effects were not observed. 

ItisimportaBttonotethatthepresentmedication,unlike current 
rritotrequirethepatientto maintain a strictbourly or dmly 

monthly. 

i« nimfied and consists essentially only of a 
Preferably, the composition IS purmeaan^^w , , -a^A 

Preferably In a farther variation, the product may also be purified 

fLexampleimmuuaffini^ch™matog™phy.saltprec,pitadon«>n»«hange 
ILatogrpahy.si«chromatography.afflni.ycb«matosrapby.,n 

combination as appropriate or deaied. 
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carriers. 

Examples of pharmaceutical compositionstaelude any soUdCtabto. 

pffls, capsules, granules etcjvnui The compositions 

parenteraladministi.tion,md*eymaycompr.seacamer.Thecomp 

^^^yneedtohesteritewhenadministeredparenteially. 

.testdosois^ployeausuanytosee^^epe— 

^ontothehyperlmmunego^s^^ - — 
,^awaito(3onunutesto^.me«.an^^ ^ 

— — ..o.hwoo... 

l^lctiondoesnotprecludetheperson,howeverfro— sa 

Adaninistrationof the composition of the invention may be hy any 
citable ^ethodsuch asbyintravenons infusion, subcutaneously. mtra- 
rliniection.oralpreparation.intraperitone^and— 
admi— n. The corre<* dosage «ia vary according to 4epa^ 
f„rmulation>emodaofapplica.ion.andfl>ep^cu.ar^,tet^^^^^^ 

^■^ „^»™etreated Other fedorsBke age. body weight, sex, diet, time oi 
condition being treatea. um ,,^„„„f^.tos, drug combinations, 

admtoistration, rate of excretion, condition of the host, cttug 
^tionsensitivityanddiseaseseverityshallbetakenmtoa^i^nt 

^^Lationcanbecarriedoutcontlnuouslyorperiodicny^tothe 
maxranim tolerated dose. 



PCT/GB03/00342 

WO 03/064472 

10 

■ UnBtee:dstingtogs.«hid>afi»nneedtobetake„daflytotheresto£ 

r^i^edbyadoc»r.«h«weeWyor«.o.«iy. .A""™^— 
• .^tWmonthsduration,withananticipatedfollowup 

the virus reappear. 

toprovid^acombination therapy. Ta.eotl»rdmgsn«yforn.p.rt^27;, 
2posi«on.orbeprovidadasasepa.ateoo»pos«onforadn»^«o.atthe 

same time. 

Theinventionalao^dendstoamethodofgenerationofaprotecd™ 
eo™ploneo»prislns.a,entfo.u.einproteotton„fa.o„goat^^^^^^ 

"^ithLantigen. T.e.eag»t«ay.hen.e„sedtop™,^1henon 
goat animal fan, the antigen «sed as immunogen. 

aepresentinventionfartherxelaustou»ofacomporftioneon.p^ng 

..e™.Lact.agoata^.^^e.*ah— 
andtheuseofacomposttioncompnsingthetotalantiDoayp p 
:;r««i«>ahnn^HIVvi™in^epxepa,ationofan>ed.ca™nt 

P.efexably.theeon.positicncftheprese„tinventicnUtr^.edbyo-^ 
d,ofa>efonov.ng:predpita,ion«ith45'«an».oniu=.a«lfl.te.fteaz.ngat- 

'jo°C for 24 hours or microfiltration. 

taone aspect, theproductis preferably obtataedfromagoatwhichhas 
been vaccinated against rabies. 
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horse. d>eep .ndotes»fta«e — Tte product en b. obt.^ n» 
assessedfcr anU-HIA and/or ^^^^^^^ 

'^X:to,vea.e«ec.vean«.od.prepara«o. 

e„^,..ata„*oa..n.erep,aeedW.~-^^^^^^^ 
thetapeuticcompositioncan comprise the HWmatanal or 

inyet another variationfollowingheatinacavationaaup^UsoWon 
.^nirviralcdturehasbeengro^noronewhichiscapahleofthesame, 
rJnlee„usedto,rowacu,ture.„.y^o.eused»an— .en 

!i™llproduceasuitabIaresponse. My supemate solution or oti^^ 

wnicn Aftriii piw'^ UTV or another virus, may 

rrLort=a.LlineasusedtogrowHIVutbareg^enasa„.an.^e. 
r^Worotherselectedvirusdoesnotneedtobepresenttoproducean 

effective immunogen to create the preparation. 

Withoutbeingbo«ndbyanytheory.webelievetha.ftepresenceofanti- 
HLAactivi,yisanimportantconstituentofthepxoductofth,s — 

"^erab.y!nya..dy.t.^^^^^^^ 

IX Notwithstandi„gourpreferenceforanti-HIAactivity.wedonot 
Ura;elpossibm,y*atotheractiveactiven>oieculesareprese.t.I^^ 
^Trtbeclposittonsofthisinventionnu^therefbreincludeana 

^ripoLd. Wehavea.readyde„.nst.tedthator^a^s^ 
gives simUar effects asinjections.IgG,houldnotcross«>tothebloodstream 
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component. 

^tionsin~e,andapan.an«boay«Jl«3»lt. 

' ° , . ri,„inPBMCstaflierthaiiuseT-cells alone. The 
HIVvixusesproducedpnmariy.n~^ ^_ ^^^^^^^ 

eoctedl suitably contams 2. 3, 4. 5, 6 or more ^ 
pre.erably.tbe.r.ony.3^^.--— 

i^udethefoUov.ngHlV-l>sola^.^^^ ^^^^^ 
92US66oand92US7i4. Preferably the cocraau 
all 6 of these parttculal isolates. 

ryos cocktails of simflar cells can be employed (multiple PBMC donors, 

Hn«p:Xdonors.Mnltiplea..a^K».« 
sources are»pect=dtobroadenthecell«larprote«T 

mighthelpaBeviatedifierencesinta>provementsonem.6htexpectw> 

with different HIA types etc 

Cellnlar proteins areusuallypanof«»acUvei™n„nogon.suohas,b.tno. 

limited to PAS, IP10.NQFp75. 

WeenvisagetheuseofdifltoutceUlinesandtypesasimmunogen 

.o^eela^atiol.H^andPBMC. Other ceB types that may express ofter 
Zrirsimilarproteinsatas,gniflcantlyhigherlevel.th^alte„ngth 
^rstrenstboftheproduct,canbeused. Antibodies to these d^rent 
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pathwaysthatmi^tconcenttate^^^ Simflarconriderations apply to 
than the H9 lines which we are cortenflyusmg. Mmu 

activated bone cells on bone degeneration diseases. 

Activationofcells.forexamplewifliConcanavalinA,can^ve 
advanCandforexamplehigherlevelsofanti^opamineactivVymaybe 

ir^^uiingcon. --cno-^t;rs::sirr::.r 

activated, ^tedce. 

^^Cstlmulatedtoprcanceproteins. ^-^^ ^ TT^TsHUIA as 
a„«^.cen*m*r3— — ^-^-^^^^ 

"""°r^iri:rr3r^erag.o.agoatsandrabbi«did. 
CCa^'a.^r.oP-neKleve.betweentheCon.Aac^tedPBMC 

cells in the cocktail 

Moregenerdly,thepresentinventioncanemployinao^^^^^^^^ 
. • «„™.ofthennknownprotein8Usedtomakeantibodiesofmterest 

rrid nT^tXtedJ.ctivateaceBs,bntmo.,i..y« 
"^srAn«camp.eof«.iseffectwasti.eamo«ntofFASWv.ththe 

STO^serum-Withactivatedcensdifferentactivationmethodscanbe 

employed. 

inyetanothervariationasupernatesolutionsaitablefortteinvi^o 

^oJ LrnVvi^sbutnotlimitedtoHIVwininthefo^ofe.™ 
rothermediumsuchasanhnmortalcrillines«chasisused&r«™.plem 

rirZwHIVnibwiUonitsownwiflrouttheintroductiono^thev^rf 
hl:Medinthenorn,^mannernsedshouldfl>emVvir«sn„thepre^ 

produce an effective antibody preparation. 
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SuchprepamtionscanalsoUobtdnedusingprotete— ngfte 

rlrialfusion p^teins and p«>tdWpeptidesfro»phylo8^.ally unrelated 
!::lwhi.hlaino.n^othede,Weencult»eo.<*«auperuate 
debris. Antlbodiestolysatecanbeobtainedandtested. 

Moregenerally.itappearsthatefMveantibodiescanbeototaedusiBg 

HodiesLmAesehumancensarethenmadotaahostspeaesv^fte 
l™Ltrbodyp.oductb™guaedbackinahun«m.Thep™te«coctol 

^^^canbe^— lystailarbomologybetv^a^crig^^^^ 
^I^bomologyallowstheccneeptofproteinsoreeUsotfor^^^ 

ZnturalorisinsbeinsabMoworKonabun^an. Hisblyco^P"- 

eodaafls ftom a doaely related animal are of interest. 

ItisalsoexpeetedtiuttherewiUbearelationbetweentheHlA^eof 
theperson^odoca,ed4eoriginalcell,and.heHlAtypecftherec,p.ent, 

S!^onsh,p»agbtexplainson,eomevariabiUtywhicbhasbee^^^^^ 
Lbata]^intoaccoont.benseleotingafbrn.ulationformatchn«toa 

patient. 

F„rthermore,weenviaage«singactivatedorcanoercenlinesfrom 
differentpartsofthebody>d«dinseeUlinesfrcn.neuraIbl— ,p^^^^^ 

linonla,proa.ateands<r»no»seencareino».as. 

Ueenthe antibodies created between iiesedifitoentceU types ean be 

pIctedtogiveaverydifi^tpxoffleandn.igbthelptargetcerta»organ 

systems in a very broad sense. 

There is someevidence that rabies vacdnegiven to the goatsmaybe 
.esponsiblefortheobservedtherapeudceffeot Was^enedserafomgoa^ 
ob^nedin wales, indudingapoolofsdifferentseraCnomralseraiandfronra 
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• do„orMd.wUchhave»otseenr.blesoroth«pre™«ativevacdnes. l^ese 

animals had no active antibody. 

Invetanothervaliationween^sagethatcenmomWcomponen^ 
,^J:^Cpasationofoeilsinvit«.n.ayp«Mdetheantlgensto^oh 

^oToTerspLlaydi^ctanti^y-ponses. ™s.ayocou.n.the 

absence of viral infection. 

Wfthoutb^boundbyouxcurrenttheory.itseemathatftaantibo^rof 

«.in:rait:^-«np— ---r:.:r'^ ' 

inv or other conationBTelianton such animmunerespo„se.Th,^.to 
^Kthepresenti^entionflndsappUcationinthet— tofn.uh.ple 



sclerosis- 



Beingav^eftomPCr/GBoa/ososrofthapossiblesignificanceofthe 

anti H^danti-FAS aotlvi^of theanti-bcdyfron^.the ^oat se^n, .t^aybe 
anti-HIAanaanur ^«*,.„fo ranee of such goat sera. A simple 

.ppropriatetoassessti.eprob^«of^ -^^^^ 

assaycanasseasthep^^^-^^-^^^^^^^^^^^^^. 
identification of candidate serum smtea 

Accordingtolhepresenttavention.the«isprovidedamethodo( 
prepanr~.especUny.oatsennn.whichcomprisesa^— ^^^^ 

l^^kAand/oranti-FASserumsuitedfortreatmentofahnmanbemg. 

Usually multiple animals wiUbe employed, and theanimals canbe 
a.essIfo!LsewLgive«>ebetteryieldsofe£t^e»rum.Su^he«er 
^tLthenbebredtoprovidealineageofanlmalsespecianysu^dforthe 

present invention. 
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ABwellaspaIlktivetreatment8,tto.ntibodyproauctofftiBinventton,» 

of use for the treatment of diseasea^ttaninflammatorycomponenMnd 
L„desnotodyHIV.h«dsod.abe.es,rl.eu™«idarthrffls.neu„t..mu.t,ple 

myeloma, colorectal cancer, etc 

Wehavestudiedserafromdiferentgoatsimmunisedmthdifferent ■ 

^/.enprepa^atio■.andeanshowthatcoeWani^ie^Soa^P^u^^ 
tanlrespo„=ewUohseesmanyo(thectyptioie.«lentp.rtso£theHIV 

envelope, which may wellbe important. 

F„xthermore,thiBinvantionalsoprovidesmefl.odaof treatment of 

diseases using such products. 

one methodof represent invention isfortreatmentfordiseaaeswhioh 

indude multiple sclerosis, rheumatoid arthritis, diabetes melli«B. prunary 
bfliaryeUrrosis,chirrosisautoimmuneandviralbandea*unmune 

eon^on3involvingheart,lung.sldn.gastrointes.ina^trac,,iaa.ey.b^^^ 
Moregener.lly,conditions which maybe treatedbytopresentm™nt.on 
tarimi—tory diseases, autoimmunediseases,axonslor nerve 
^eT^latedimpairmentoreancersandotherdiseasesorcond^ronswrth 

an inflammatory component 

The sera seems tobeparUcularly suitable for aseasea associated with 
ebronioallyactivatedcellswhichmaybeseoretingdamagingmassengerssuchas 

toMnesandchemoldnes. These indude multiple sclerose, all fonns of 
cLntcinflammatoryconditionsofthanervous system asweUaso^ch^nx 
infecdonssuchasvirsl.bac.erialandtropicalcanoersassoc.atedw.th chrome 
i„flammatorylesions.,nparticularthoseofthelung.pancreas.l.ver.bov«l. 
lymphnodes.sMnespecisnysqa,monscellandbasalcencancersmayalso 
benefitprimary and secondary tumours of thebrataandspinal cord. 
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tiaumanc % ^i^oasdamageegGmllian-Barre, 

poisoning with metals or other tadns ete. 

Keportsofredu-^edseconaarycanceraotivityv^ifteserasuggestdirect 

anti-cancer activity. 

and to treat a disease such as multiple sclerosis. 

n,«nv of the MS patients, alongside the elevated 

to look for aetivity against receptors .n ^^ ^^J^^^^Ii the various sera ibr 
sti^ulationandpossihle^.— ~ 
^ against a nnmte of anfga^ and 
dopamine receptor, serotonin receptor, Nerve gro«tn 
tlie chemoHne CXCLlo dMo)- 

Accordtogly,4einvention«c.endsto antibody a^inst one or more of fte 
Accoromgiy, receptor p75 and 

The combination of antl-FAS and/or antt-HLA antiboaes may be 
presence in the product. 
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^3 i^on ^ pr<Mdes composition — "^^TZ 
rHIAl^«body.andn.ethodsof™tusing.«d.con.bu>^^^ 

aireotlyWtoW Bytl.edi«otapproa,*theyv«,uldblockd« 
^p^priat^pre^entationofpeptidesteaangtotheauto™ 

inflammatory destructive process. 

. ■ I,,, -hindme to class 2 on cells which would 
-rt,,. further mechanism IS that by bmd.msxou<»o ^ . . ^r, 

„j;l^reda.3.fl>isn,ayinducecendeathofapoptc»i.Tl.-the 

r:te^^™ywMebwo»IdUinducedvia..e^tnet«o... 

IthasbeenreportedthathowceUs die i.e, by apop.odsor:,«=rosis is 
^j;r^tL.ei^.ne.^— 

doindeedswitchtolhedesiredimmuneresponse The^^^^^^^^ 
responseindudestheinductionalcgrtoldnes IL4, IL6, ILiO. 

. • ^IdatasuffieststhatanimalmodelsofMScanbeimprovedwith 

of the TH2 humeral path way. 
The following points arise: 

tn claim that the inhibition of MHC dass 2 
1 TliPrp is a strong position to Claim taaui"^ 

1. Thereisasir „,„t,,v1v able to induce more than one activity 

polyclonal antibodies is probably able to ma ,„^„„„fcelf 
Linasmentionedaboveoneloddnginappropriatepresentationofself 
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which feed the damage), 
mechanisms. 

takenupbyantigenpresentingcellsandpresentearai 

^dl*e induction of IL6 ^-ponseswH<*leadto.he»-my=bn t.on 
r^de-myelenatedplaques which are.hehallmarkofMSd^e.4. 
r^Ldass.toinduceapop.osisoncenlines«i«xop™ta 

The aoiiny aeatment could he induced for those rare 

dass ^onmeanthatto treatmen „^„flybeen shovm 

tumour types that hyper express MAC class 2. « 
rtan.^aiesa^tti>esecenHneswiUtaduceapoptos..Wehave 

notedincreasedapoptosistosomeofourceUlines. 

. SeveraHymphomas^idlatestageinelanomasexpresshighl^lsofHlA 

* Tle^epolydondseracouldhehettertreat^eotfo^^^^^^ 
^lthan»onodonaltherapieswMcharecurrently.ndeve,opo.ent 

Severdrecentpublicationsl-veemphasisedtheroleofcytoldnesin 
^^ti^dalgetoMS. TheseincludeILxandTGFhetawh.ch. 

MSplaques.nddo™regulatesinre-myleninatmgles>ons..There^ 
abUevidence«.tin— .rycensexhihitres.^^^^^^^ 

toptosisv.thhlgherexpressionofBCUandaffipP«^-^^^^^^ 
these arenotaffectedhytrea.ment«ithimerferonhet..lndu«.onof 

*:;lpathwaystocircu»ventthepr^veBCI.pathwn.ayhean 
important component inlJie activity of fte serum. 
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having patentW topor«ai.« andftat is the daimed role fcrNHC 

„„,ILcHLAinh»n^)inthedevelopn,e«tofthenen.«.s^ 

TUsworkswhiohat&stappearstodefybothimmunologrfand 

neurological dogmasho«showMHCmoleculespres»tonbra.nt«sue 

determinehowti^ebraintissueinteractsv^thitsenviromnentand 

^ates neuraldevelopnrent especially ofAeeye-InappropnateHlA 

«^essionwhenlockedmayexplaintherapidreK,rgantaa,.onandr^ 

Myelination seen in some of these patiente v,ho have had v»ual 
Jprovementfono^ng^rtantvisualimpairmentofseveralyears 

standing. 

; Theseobsemtionsind„detho.epreviouslynu.deforHW*chisnon- 
■ edflcandoomdheusedftrftetreamentofanychromcmfe^ona 

disease. This can probably be the down-regulation of the chrome 

inflammatory processes. 
, AdramatieimprovementinseveregouthasbeennotedMowingAe 

administrationofse^n. Adramatiohnprovementinwellne^ and 
increaseinenergylevelshavebeennotedbymostofthesepafents. 

8 AnimprovementintwopatientewiaParldnson-sdisease. Thismay 
' eitherbeduetothetodncUonofthenecessarytransnnssionfeotorsor 
„,aybe due to it anti-taflannnatory effect on anagentdrrvtog the disease. 

(chronic helloobater mfection has been postulated). 

„ Therehasbeenamartoieftectonpatienlsvdthcarototiclesions^d 

both early squamacell cardnomasandbasil cen carcinomas have been 
resolved on this treatment. Thisis extremely nnliidy to ever happen 
«ithoutactive treatment, ft therefore transpires the sermn acts d-reetly 
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°^theinduLnofapop.odsandre.olutio„»fthesestanles.oBS. 

re^severftion nothing to do with th.« MS. TMsis — sed 
:Lt....a.eith.h,a^^vi.^^^^^^ 

™„yof thefeatures above y ^^^f^i^DR aspect is 

administration goat serum ^mth anti DK anao ^ 
probabiyextremely important asopposedtootedass.^™ 
' eralasfl.eseinhibitthen«ctly>nphocyteresponseswh.ehtbe^at 

ta:Itinggoatse™mdoesinctedibiywel,.«itho,herant,ciass. 
aniibo*' responses notbeen nearly efficient). 

Itisalsopossiblethatthereissnoflierveryimpormntagentapartfot other 

including fassil andlcam. 

Beneficialeffectsmayv^ilhecansedbyamolecnleorantibodyinducedby 

the inoculation vaccination process. 

llefactthattheremustbesomesuchautibodyisrenderedmorelikelyby 
tbe^I «^ patientsexperienceafeelingofextremeweUbe^ 

rrflrst iniection. This is lead to anorerio people suddenly craving a 
::r:pS-athis.nctioncouldthere.orebeusee..oranore.csand 

cocexic people with cancer. 

AoaidinalfeatureofMSlesionsistheinappropriateei^ressionofHLA-DR 

o„n^Lellsh.cludh.gastrocytesCrraugottandI.bon.«U,8^^^^ 

r^ndMicro,lia..NeurolSciencex.87August8o^-37).It.thonght 

LLinappropriate«^ressionpresentsself.neuronalaat,genstothe 
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to^une^andalsoaCBasaUrget CeDsexpresstog inappropriate QassU 
area^ocialed™thaolasri.<mgoingWIaimnatoiyresponse tot,- 

rytreaMentperseiswdlknowtodramatica^unp^wft^ 
„,ap^gren.itax,gt^ofMS.Mo.=re.»nflylttoWslown^t^ 
re^tingproductsofiriton^tionsuchascytoldneandcheMotanesmaybe 
^ponsibleforthene«xcnaldam.ge=Bddemyelmationinpart.cular ina 
Jntn,ousevirus,ncdelo£achxo»icdemye.imtingdiseasertv«sho«nthat 

rralisationof^ec— CKCLxo^ducedthei— oty^^^ 

Leylinationandac^aIIylmproved»eurdog>ealfa,u=tioaThemodelsh^ 

^cuneedsuppressionofo„gcingdemeylinatio.«Mehwasassoo,ated™th 

topr<wednaurologicaltoetion.This«asassociatedwithmarted 
^yelmation-ltua observations inbothdasdolaboxatorymodelsaawenas 
lo™s»ggestthattheda.ageseeninmul.iplesdero^may.»tbeasa«*e 
Ipennaltas.hecli„i.aIfea*.resofsecondaryprogressiveMssugg^and 

thalLchxomcinto=mato:ystateisaMntoshortingoattheeu«>lo^ 
^temasopposedtopermanentlydamagingit.atleastin.heearlyptees. 

Tteinflammatory cascade is associated with high gamma interferonlevds 
„Mcharethoughttoleadto.heinappropriate.preg^atingofHUC^as^n™ 
„euroU.gicalteueasweUaamarkedinflainmatoryrespOBselead>ngtomuft.p 
Xleandchen,oWneaffec.s.^er3tudiesonthisserahavesho™tbat.t 
,11 activity agaix^statleastadifferentinflanunatorypathways Moreover. an 
patientstreatedtodatewhohavebeenabletoprovideserabeforeandafter 
LtmenthaveshovmaKductioningammainterferonandan — mTH2 

cytokine production v,hich is the desired inimunological effect of an .deal 
immunotherapy. 

There is yet another pathway that needs tobe considered, and that are the 

downstream tamnnomodulaliory effects evoked by triggering certan HIA class 

Ilmolecnlesandinter-relatedcomplexesonthesurfeceofcertamJtfC 

popnlat.ons.n.ns.apartftomphysicallossoftheoffendlngAPCsbyapoptot.o 



wo 03/064472 



PCT/GB03/00342 



23 



„™ova.wemaya^ybe«ggering.»tt-i»fl-u.a.oryc^Mnesa„d 
regeneratorygrovrth and repair fectois. 

rd^Linadditiontoinductionofxeno.Weresponses»go^to 
HIV in these cells. 

«of„nvvnth vision problems when they occur as 
w*. treat natients very successfully witn vision jjiuu . * oii 

days, (i.e.) they get their vision back 

.,e.a.e„peafviau.Ip»ble.aee.s*otooocuH„patien,»whodonot 



have MS. 



^rt!w Wstooompaabilily buUds the brain Investigator, Carla 
»'«'^°™7;'rw^XviJsys..mis established, *e discussedher 
::"l;ir— .i-^initn^unereeognitionareinvoivedin 

building the neural connection system. 

linlcs in computer chips. 

Duringeyedevelopment.signalsaxerelayedftomtheretinato1helateral 
^^::nLleus(LG«.andthenontothevisualcort«cofthebra.n.«here 
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eortex-Butearlyindevelopment-Wo^*^^- P ^^^^^^^^ 
„eighbourin,groupso£r^neuronsfl»m^^. 

Strengthen some connectionsmtneu^iN d 
mature brain. 

Hni^clvthatiftheyblocktheautoimpulsesfeom 
Shat^sgrouphassho^pre^ou^^^^^^^ 

theproeesshavetemataedtogdyuitoovm. 

MHCI RNA was present only in the normal LGN. 

. 1, iwMmicroscoDe data inacatingthatthe MHCI 
Shatz'spoupalsohashghtmicroscopeoa developing " 

proteins are presentatthesynapseinseveralregionsofbotht 

brain and the adult brain. 
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:currenthypothesis isthattixeMHCI proteins are tlieWgW^ 



anowstheta«pproprbtamlyoom.ecaonstob=brol^d<«™. Imagined 
MHClprotetosittmgouthemthemembraneoftheposl-syn.pt.cn.uron. she 
s„ggeste,andtaterarting«i.haproletocompteonthepresynapt,cneuron 
Z:sp«u,atesthat«.einteractionhntUtesasignaIltogcascadethat— ^ 
reduces the strength of the connection, eventually leading to its complete 



elimination. 



Examples 



Palliative Treatment 

Upon admmistration of the composition, we have notedfte follovring 
improvementstothe health and conation of patiente:- 

S tones up; has somewhat younger appearance; more youftful; sHn 
tag, disappear; wom.da heal more quicWy (induding dentd work to 
gls) thread veins disappear; there seems to he unproved vascular 
diculatjon Cpossible alleviation of haemeroids). 

2. Wfl jl Omwth 

Fingernails andtoenailsgrowmore quickly and growmore Strongly. 

STws more quickly; hair is softer and shines; a head of hair is foller; 
possibly some re-growth where hair loss has occurred. 

A. MnscleTone , v r 

General improvements; sufferers frombackpains have foundrehef. 
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5. T,Trmnrr -"^ r.n-ordinatioa 
General improvements. 



noted. 

Considerably increased. 

^'^^^^^^^^ .vw^n For males: restoration of erectile 

.orbothsexeMncre^l^^ . Wes: improved lubrication 
function; increase msemmal fluid. ±<orie 

^proving one or more of the fectors W to (8). 

Treatment of Disease 

PatotsCwhoarewderself-administeredtreatmentand/orsupe^sion 

Pasentsiwno ♦™,„Ma1 have taken the treatment by 

--*-^-!°"^r;r^r Snlsho^inhraaets. 
subcutaneous mjection. The numoBi f 

Tbeoo— theyares„f.ring^n..andtheoWa«ons.hathaveheen 
niade,areasfollows:- 

rortenntoanyfflpatients.inoreasedUf.beyondtheprognosisgivenhy 
their hospital or doctor. 

Melanomas andcertainothersMnpre-cancers disappear. 
Sebaceous and Other Cysts. They disappear. 
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Reduction in fibroids (female) 

PatientAAACmale). A forme. Wta*u=tor in the Royal Marines 
faoat cancer (oneeffect of wUeh was impaired speed.). He.s nowfree 
from this condition. He has rested his daily fitness programme 
Cparticularlybenchpress-upsjmoreacti^lylhanwhenhe^smthe 

Marines. 

Patient BBB (female). With uterine polyps. Now free of this condition. 

PatientCCCCmale). Rodent ulcer/weeping sore. Nowfteeofftis 

condition. 

" S^wlevels. Absence ofsecondaryinfecdons (colds, thrush 
etc.) 

] H-lW'SclerodsC'iO) ..no/HIV 
This is themostdoselyobservedgroup and, apart from theAlDS/HIV 

patients,itis theUrgestin number. AUhavefeltthaunprovementsm 

LditionHsledto(« above. 'aereisto«easedmobmty,improvedco- 

ordtoation and an unproved abiUiy to look after oneself, mth less 
dependence on care assistances. 

Patientswhosedeterioratedccnditionhadledtoiinpairedbladder 
function andbowelmovements,reportasisnificantrestoration of normal 

functioning to bladder andbowel. 

4. ./r..n. M^nrone dise n-^ S/Mnsmlar Dystrophy (l) 
Improved mobUity and co-ordination. 



PCT/GB03/00342 

WO 03/064472 

28 

Leondi«Lhavereponedpcsmvelyonfl>eirpr»ausu^«»t 
gout attacks. 

6 PnT|^r«^T?'s Disease (3) 
Improved co-ordination. 

absence of inflammation. 

inotherpatientsthereisevidenceofreductioninosteoarthriticnodes 
and. in the case of osteoporosis, increasedbone density. 

Patient DDDLamenectomy. Severe damage to iverteDra. 
Xticksandneededa.hee.^^boardaire.aft. Hadp.„and 
movementwas limited. Now mobile and pam-ftee 

PatientEEE An MS sufferer. Has cbaervedretumof W innoae and 
a damaged finger. 

A third patient's condition of stenosis was relieved. 

Q EveSigfetOMl^ ^ S ystem s 

^^^^^^^^^^ 
two patients. AnumberofMSpatientswithretinalatropbyhave 

dsignificantrestorationofeyesightwhichwaseitherfanmg 

or intiecase of one patient, whichhadbeenblindness over number of 



expexiencei 
or, in 
years 
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""t*.^e.aa^teshas.epo.edthatthe.bIcod«^leveU 
have returned to normal. 

The tceatment appeals to gwe tenet tor ^ , , „f 

. conditions. IMs is a common obsetvatioB it. the btoad t^g^ of 
::ationsdesc*edabove.andinthespecificmnessesa.ct>W^^^ 
ttere is tto eollected data for asthma (beittg inflammatton otfte lut^S 
assue) hut one patient may be showing some relief of th. condmon A 
number of heavy cigarette smokers may also be expenencng easter 
breathing. 
Treatment of non-human animals 

Therehi«beennoprop«nmetotreatanimals,However four patients 
havegiventhet«atmentoranytooldandsickdomesticpets.Anfourreportthe 

same improvements to condition observed in hmnans. 

CaseiDog. Age about u years. Condition: Cancer/pain 
Result: Relief of pain; some extension of hfe. 

CaseaDog. Aged»ut.5years. audition: Artinitie joints; severely impaired 

"^^'^'LultGreatlyincreasedmobfflty.Reductioninp^.tingO.eingasignof 

pain). 

CasesDog. Ageunlmown. Condition: Arthritic joints; pain. 
Result: Greatly increased mobility. 

Case4Cat. Age about .7 years. Condition: Emadatedbo^: poor coat offer. 
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Result: Return of coat quality and appetite. 



Examples of Comments from Patients 

X'l"natoId»e«.^«ereaHetoget.ethisp.og»nn.eIv^tWled. 
Ithought my prayers hadbeenansvreied. 

Evenafteraeveryfesttojectionwhenlhadamazingresdts my eyesight 

kadbeguntoimpr«veaterafcwminutea,a.d4edootoranda„othe^^^^^^^ 
whowr*tingmthe».ge.y^»yseHandmyhusba.d^ought.t«a. 

amazing too. 

Afterthatl»entfa>mstrengfl>»strengfl..mywatttosv™fentast,cand 
aroundthebo^seldidn-thavetousewadckorinthaj^weetap™ 
:l^{.methattheho^Mhad.oa«edme.Mywhedoha.rhadbecome 

redundant expect when we went for longer walis. 

Evenaftermyhusbandandlhadcau^toneofthosenastyyiruseswhioh 
taockeduaforsbcinfactheevenpassedc^andhitMsheadonaeraiator 

KnocKeuu , T was lust unable to walk anywhere 

whichleftanaatybrutaeonhisforehead,IwasjU8tnn 

withouthdpofaomesort.ThisallhappenedlaatJanu«y=ndotherthanfenmg 

™lfor I pickedup very ,ui*. I doMthoughth^if it Wtfor 

It^lntIwLdhavebadarelap.eandbeenve^poor.y^dmaybeej.n 

Ltohosptelandbeenonsteroidsiustlikelhadinftepastaftertbrngshke 

this happened to me. 
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adhaveacoupteofblips,butnoanngI«>oldn't«)pe 



Caskedtotalkonthephonetootherswhoareco^dde^gs^*^. 

^o^(^»>dtos.ay^thitIoanhcneKfly.ayhandonheartthatto 

^lhasglveun,ebacl.an.a.venous<iuaIityofUfetha,lMIhad 

^trUleli6htattheendoftheWcon.at™eforn,eandfor»a„y 

2.1 1 Ld go on and on about it but ttere i, not enough hours ,n a day to 
dTttias Ja,rn.con«n>ed. Thank you for finding time to teadth.. 

Patient YY j 
Since taMnsmedication,small,but clear improvexnentshaveocc.^^^^^ 

. The right eye, whichuptoHienhadbeenstatic, moves again 

• Bladder weataiess has almost gone 

. ifeellhavemoreenergy.andtirednessduringthedayhasdecreased 
. Balancehashecomemuchhetter,butsillunsteady 
. I can stand up straight again and do not rock 

. icannsehothlegsagainwhengoingupstairs;alwayssoingup,andoften 

when coming down. 
Ttereisnoimprovemantins.ylewhenwalldng.butfterei,animprovam».in 
duration; distances are slowly getting longer. 

Note:Ihaveonlybeen«ddngmedieineforasbortperiod-.thefirstinjecaon™s 
made 11 weeks ago. 

Patient XX , , , „ 

Ihavebeen ndngthenewanimal serum since 21/03/02. Ihave been 

diagnosedwith MS andthe only therapy available to me up to now isAvoncK 
Interfcronbeta-la. The Interferon certahdy has no visible effects on my 
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p^blemsv^hurgencyandfrequencyof urination a.ddtfWt.esv™thm 



bowel. 



"r^lZeeablefllnessandl^eall—edpeopletopleas. 
takenoteofitshelpManddramaticeffects. 

'°^"reenr>ec»b«.oooand.oo.mvebeeninhospita.^ 
.ehab,— 6timesduetoMSattaas.myprobleu>awere*«Iossof 
,ehab.Utab<m6m ^^^^ patchy nurabnes.m my feet, 

r2^Ta::^iU:e..t^tcHn.in.detbe..M,«nd.^^^^^^ 

rZinanything-Ihadnothingpos^vetoboldonto. These a,e,u.t«.e 
problems I have had since December 2000. 

j„nei9*200.changedmylifearo«nd,Ihadmyfir8tinjectioncfthe 
• ,,v,„„Ihaveneverlookedback. The tinges and the patchy 

:™::::::r:uhave.e«.u.h>my..httootb.— 

3tobe.MybalanceismuchbetterandIbave.om«chenergyn<„,andI 

don't sleep like I use to. 

MyrlghtpnpilwhichhasdflatedsincethediagnosisofOpticNenritisin 
,,e6isIwthesamesizeastheleftpupn.6weeKsagoIact»allymademy 
bedandrmstartingto do smanjobs aronndniyflat Iwentsbopp:ng . 
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Wore due to the weakness in my legs, and I meet 

theweelcsgoby. 

Si„„mvebeen«Mngtheserumithasgiv.nmebad.mylife. dignity 
andselfestMmandmychfldienbacktheirmother. 

MyphyriotherapfethassaidmylegsareappTOXlS^^ongerandthafs 

after just 6 weelos. 

^"'"\l44y..rsold.lammarriedandhavetoeewonde*lchad.en. 
weather. 

Infect my sympton^ were classed asma^yweWandv^nderfithte 

Inlactmy ymp . „„„„.„„,j,ntheblameoi>thosewhoshouldtaow 
indudinE the menopause. IcannotputauinouKu 
inciudingt F „,,,in„„sandthelackofthingstotreatit«ai 
as the information regardmg this lUness ana ine 
causeproblem8.Ididtryintaferon.itdidn'tworkforme. 

Mywaybythetimelhadbeendiagnosedthingss^toprogr^s. 
^years^olwasatthe point of despair, spasms inmyle^.Idragged»y 
i,egJwo«Idpnnitalongnsingmylefthsnd.asmyr.ghthandwas 

!^/„nusable I dropped everything I tried to grab or react for. Ibecame 
^Tlrienta^fidihigoveraUthetimeiflwasnnaided. Mymemo^ 
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n,e ftu^aangandembarra^ing. I had to be renunded of the most simplistic 
^ftd«orstofanihadmisplacedmymemoriesofpredousgems.one 

S;lofmychildren'sbabyda^sa.dmc«tcttheirsn>v™syea»^^^ 
^^the^Mowedandlhaveperiodsofnotbeingabletocommumcate 

properly. 

Mvappetiteandnishedandsleepalthoughbadly needed aserfmu^ou 

^.J^Ldlhadnochoieebuttotaketobednaingtheday— 
— anishtma^becausethespasmswouldwakeme 

up,andsotoomyhusbandmthemght. 

MyeyesighthadbesuntogiveproblemMhadpre*aslyne«.sufe^^ 
tothisZ Mybladder^^verybadlyeffectedandsotoomybowels Wehad 

:::^tieai.not...^Ibecameand™s^^^^^^^ 
Meofaredusebecausetoattempttogooutvmsamghtmare. Itrtw p 

ieeie aresta^^Adnemaetctherewoddhavatobea^eepof hem^^^^^ 

'^rtiontosee*«tbetoi.e^«ex.ifithadstepsi„thebu.ia..gto 

'^tiate howma.^a»dwhatWaeswerett.ereforpeoplehkeme and 

::C^ethe,eWtma^.a,sothatatamome»t.oti.Imishthaveto 

cancelbecauselwM not strong enough to attend. 

LifewasbadandformyfamiIyaswellbeoausetheyware™.imt^^^ 

this beast withm. I couldn't participate in the nomal patent ctoldreu thmgs. 
Il^J^enwe^worriedsiC We had no ft.tu» and couldn't plan one 

^lllwasspiralhngdo— . -^"^T^^'^^t^ 
^ise that it couldpossiblethatlwouldn'tbearoundfemychddren, that 

^;hl ^o Jfactthatlwasnotgoingtogetbetterbecansethe^was 
ithatcouldhelp,andsofaced«iththis,startedplannh«mywayto 

":e^lyendingupin.esidentialca.emychoice,.Ibado.»^^ 
^gehoicesinlife,thebeastwastaWngoverandmylastandonlycho,ce 



would be one of dignily 
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oflifewhichtobehonestwhentoldaboutitliioughtweli 
and it didn't take me long to agree to try. 

Thiscametobethebestdecisionever,lstartedreceivingthei^^^^^^ 
deodar utofachairfromsittingpositionstraightwayrates 

had been torn away from me. 

. *nlJln.ybladderIha,eno problems withso too myboweKI 

iTmZ^slandambe^instohavea 
term. Well I am redaimmg my treasmrea b« 

mental full diary of my children's past 

Mystaminaisnowverygoodandsoaremyenergylevels, lin^ctloo. 
mv father being rendered disable l year ago, my mother does 

some voluntary work. 

V wLreataU I have been given my life back, and so have my femiy. 

andrmlMngproof. I have been given the Gift of Irfe. 

Fairy tales do come true and «e will live happBy ever after. 



Patient UU 
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^•onc T have noticed wilih only modes use of the 
Pipase find some observations! nave nouwj 

Concrete ten^thatlcan give specfficdetaflsindude: 
H^^dibremostthecaxototiclesionsbelowmyeyesarenndetcontml. 

below botn eyes i *|.4.T,pQame time, my facial sMn is supple. 

Bodyskmdoesnotfeelas dry i currently still apply 

notre^uiredonmyshod^rs^aW^^ 
lotions to the sMn, but not significantly ditterent mau 
five years. 

IhavsBOtneededcoaltarbasedshampootoconUoia^nmouths. 
Oc^i. Evenwiththe»^ta.basedshan.pootreatme.*.I«oddhave 

November. F»rf.ermore.ifIn,i^aday.Idonotfeel1ie «ch l.teI«o 
have previously. 

. Thereismoreprostatefluidbemgrnanufacmred ^^^^ 

urinarvaiea I have noticed that there are fewer 'Imgermg dnpsafter 
nr4speedofahutting<^the„rine.re.nris.«ch.oser,»^at,t 
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7 years ago. 
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. inoticedthisshuttingoffprocesssloweddownaboute- 



I find there is no more morning 
needed to "limher up". 

Less concrete observations: 



"stifEaess". Thereisnommuteortwo 



, ^r-a. " on pr pv" and more alert. This is 
Tnoticethatljustseemstohavemore energy anara 

I notice that 13 ^^^^^^ concentrate 

not like having an extra cup or two cottee, jus 



hetter. 



n r V „ «f 'Wll beine". This is not like being 
TTiPre is also a general feelmg of well Demg . X 

o «i.pfnrp and after" is my muscle tone. 1 seem 10 oe « 

muscle tone longer. For example, 1 u . This cave me a 

. th«UK InoTmallygetoutatlest2momingsforarun...Thisgavem 
trip to the UK. Inoimaiiy g ^vretum I felt no stain on my first 

least one or two more AM runs to attain again. 

MyeightyearoldBordercollie(sheepdog)Taranhashipasplasiaand 
. v^n,adlvto relieve discomfbrtinhiships. Bemga 

"j^^e^thatismuamoreinteBsethanatradMonaldog/humanrea^^^ 
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J r, M<.i«snlso following me around llie 
morevAenpla,iBg«i4ouryouBgerdog.Hejsai™M ng 

rousem»hmoreasopposedto.yingonhisheatedmattre.s,H>afec.a. 

expressions^ 



, were that of a younger and "happier dog". 



Tamunable totelllfitis actually helpinghishipsignffi«mtly,butis 
Lt^JiwithoaerahmeutsUtestiffnesswhichlv^unav^rehe 

heageueralfeelingofwellheing Iplanto 

X^-».Sthlaupeo»^-''--«-^'«^"»^~ 
continue. 

Fvirther Patients 

Apatientwhohadsuffexedfromprogressivemultiplescleros^^ 
Apatientwnon «Ke had a marked clinical improvement 

volunteered to tiytheserum. 1^^^°'^'^^"^"^'"' ' ^_^ent. Objective 

progress. 

..eaoetorhasreportedthatalle^ep^nepa^t^^^^ 
^.entMowl^tMstr— ^^^^^ 

hadsiguificantobjeoth-erespouseswtoohareunexpecteamt 
patieots and v*ieh eannot be put do™ as a placebo. 

,„adation.«^groupofpatientsbaveconWthe»talla^2:™" 
siola>es,orothersign»cantsldeeffeabarthered,inWand— es 
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i,ehyrespo,.eat4esiteoffl.esubc«.anea«3i»jecao„v^>^ 
than iml in volume. 
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Clais^ 

HIA antibody. 

, AmethodforpamativetaprovementinthecondWoBatahumanornon- 
ftom a goat after ohalleiige with HW. 

3. AmAcda«>rfingtoclata2,whereintheg<.atistamunis edwithan 
HIVlysate. 

, A„ed.cda»o.ainBtoanyprecedi.g«lata,whichtaprove.o„eorn.o« 
Inn. nails, hair, n^usdea, men-cry. co-o— , energy, depression, 
appetite and sexual activity. 

, Amethodaccordingtoanypreceaingdahn,whereintoani»alishemg 
for a disease by administration of the composition. 

5, Ame.hodaccordingtoa„yo£claim3.to4.wherei„ft=-^'^-« 
bdng treated for a disease. 

7. Amethodacoordingtoanyprecedingdaimwithmultiple 
administrations of the composition. 

8. Ameaodac^rdrngtodaHnr-ithatleastfiveadministrationsoftixe 
composition, 

Amethodaccordh>gtodahnor87.witi>weeklyormon«ilyintervals 
between the administrations. 
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tomfte goat, and checMngforthepresenceofoneormoreseleoteian 
wUch is not anti-HIV antibody. 

„ Aprooessaooordingtodairnxo.— fteaelectedantiboayis^cs^ 
L ant^-HU. anti-FAS. anti-dopamina receptor, anti.~ -Ptor, an.- 
Neive growdl factor receptor p75 and antl-CXCUo. 

Aproc«sf6rpreparingapharn«centicalcompodtion,wl>im 
Weclin«agoat«iftacoektailofHWlyaatea, preparing ane^^ractofse^^^ 
^^erand.esting^r««absenceofanti.HIVneutraiisingan,.bod. 

„ Aprocesaforpreparingapharmaceaticalcomposition.wMcl>comprises 
Secang agoat™fl.acocktailof HIVlyaates. preparing an e^ac of seru-n 
"gcat,andteatingftraetivi,yinpama.ingtheconditionofanan.n.al. 

„ Aproees3foridenti^gadrug.wlnchcomprisesinjectingagoatwitha 

o^cWaa of HlVlysate^, preparing an »tract of aerumftomtl>e goat, and 
r^^anroleLeresponsibleforactivityinpamatingthecona^onofan 

animal. 

Aprocessforidenti^gadrug,wbichcomprisesinjectingagoatwitha 

.LtailofHIVly^tea, preparing an extract of serum ftom the ^at, and 
cocKtauui-i J „fi,^4,nntlietreatment of disease with an 

isolating a molecule responsible for activity in the treatmem: 

inflammatory component. 

,6 Apro«ssaccordlngtoclaimHor.5,wherethemoleculeisselected 
fi»mac^ane,bormone, or otherbioligicaUyactivegoat molecule. 

17. Amolecoleidentifiedbytheprocessofclaimie. 
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,8. Aph«n-uticalco.posiUon»n«.«in.a™,eculeofoUi..6. 

extract obtainable by a process of administenng n 
extract of serum of the goat. 
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Williams, Andrea 

From: Fisher, Sally 

Sent: 20 August 2010 14:22 

To: Fisher. Sally 

Subject Emailing: DHL Corporate - Package Tracking Results.htm 



From- Subject: DHL: Corporate - Package Tracking Results Date: Fri, 20 Aug 2010 14:19:00 +0100 MIME-Version: 1.0 
Content-Type: muhipart/reiated; type="text/htmr'; boundaiy="--_NextPart_000,0000_01CB4072.A24C2620" X- 

MimeOLE: Produced By Microsoft MimeOLE V 6.00.2900.2962 This is a multi-part message in MIME format. 

=_NextPart_000_0000_01CB4072.A24C2620 Content-Type: text/html; charset="iso-8859-l" Content-Transfer- Encodmg: 
quoted-printable Content-Location: http://www.dhl.com/cgi-bin/tracking.pl? 
docheck= 1 &TID=CP_ENG& A WB=78660 1 24 1 6 

These are 
the results 
of your=20 
query 

Times given 
= are local 
to=20 the 
service area 
in which the 
shipment 
checkpoint 
ls=20 
recorded 

AlrwaybilN20 Origin Destination Status 
Service Service Area 
Number Area 



7866012416 Cambridge Amsterdam - Signed 
- = UK Netherlands =20 for by: 
The HEEL = 

V 

Shipment 
delivered 
August 
20, 2010 
08:57 



7866012416- 
Detailed = Report 

Date Time Location Service=20 Area 



August 18=20 2010 15:02 Cambridge -=20 UK 

August 18=202010 16:43 Cambridge -=20 UK 

August 18 =20 2010 17:57 Cambridge -=20 UK 

August 18 =20 2010 19:39 East Midlands -=20 UK 

August 18,=20 2010 20:47 East Midlands -=20 UK 

August 18,=20 2010 21:12 East Midlands -=20 UK 

August 18=202010 21:22 East Midlands -=20 UK 

August 18=202010 21:51 East Midlands -=20 UK 

August 18=202010 23:08 East Midlands -=20 UK 

August 19=202010 01:37 Brussels -=20 Belgium 



Chcckpolnt=20 Details 

Shipment picked=20 up 

Processed at=20 Cambridge - UK 

Departed from DHL=20 facility in Cambridge - UK 

Arrived at DHL=20 facility in East Midlands - UK 

Processed at East=20 Midlands - UK 

Departed from DHL=20 facility in East Midlands - UK 

Arrived at DHL=20 facility in East Midlands - UK 

Processed at East=20 Midlands - UK 

Departed from DHL=20 facility in East Midlands - UK 

Arrived at DHL=20 facility in Brussels - Belgium 
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August 1 9,=20 2010 03 :03 Brussels -=20 Belgium Processed at=20 Brussels - Belgium 

August 19 =20 2010 04:34 Brussels -=20 Belgium Departed from DHL=20 facility in Brussels - Belgium 

August 19,=20 2010 07:09 Amsterdam -=20 Netherlands, The Arrived at DHL=20 facility 

August 1 9 =20 20 1 0 08: 1 5 Amsterdam -=20 Netherlands. The With delivery=20 courier 

August 1 9 =20 20 1 0 09:25 Amsterdam -=20 Netherlands. The Deiivery=20 attempted; recipient not home 

August 20,=20 20 10 08: 14 Amsterdam -=20 Netherlands. The With delivery=20 courier 

August 20 =20 2010 08:57 Amsterdam -=20 Netherlands, The Shipment=20 delivered 

= NextPart_000_0000_01CB4072.A24C2620 Content-Type: application/octet-stream Content-Transfer-Encoding: 

base64 Content- Location: http://www,dhl.com/art/del.gif 

R0IGODlhDwAPAPEAAHgMDMmEhPbMzP///ywAAAAADwAPAEACLZyPeQEw7NQQCQZam9xGsHAIDQZt 

zcml6opAkQFgUwMm9AzUiZjfm6vbeGSIAgAll^RnaWZ3aXphcmQuY29tlEdlZXN0AAA7 

=_NextPart_000_0000_0 1 CB4072. A24C2620- 
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specialists in 
Intellectual Property 



Marks & Clerk 
62-68 Hills Road 
CAMBRIDGE 
CB2 1LA 



RECEIVED 



18 June 2008 

Your ref: GOW/aw/USP284207 
Ourref: MJF/Q1 17436 



Dear Sirs 

US Patent Application No: 10/482399 
In the name of AIMSCO Limited 

We refer to your letter of 1 0 June 2008. We act for Jonathan Heeney. Our client's position was made 
clear in our letter to your client's solicitor on 6 April 2007. For the record, Mr Heeney's correspondence 
address is his address in the Netherlands and not at the University of Cambridge. We see no need for 
further correspondence on this issue but any such correspondence should be directed to us and not to 
Mr Heeney In any event 

Yours faithfully 
LcuO 



HGFUWV 



In association with 
Harrison Goddard Foote 
Patent and Trade Marie 
Attorneys 



HGF Law is regulated by 

the Solicitors Regulation Authority 



Paul Sanderson Partner 
Jason Lumber Partner 
Martyn Fish Associate 



Geoffrey Smith Consultant Solicitor 
Alaric hAcDermott Consultant Attorney (Non-Solicitor) 



Betgrave Hall Belgrave St. 
Leeds LS2 6DD UK 



Tel: +44(0) 113 233 0148 
Fax: +44(0) 113 233 0141 
Email: law@hgf-law.com 



www.hgMaw.com 



^ ^001 11:01 FAX 018232208836 

.APR. 200? 16:31 HQF LAW 



MAB 



@003/oo4 

10,326 p. 2— 



HGF^ 

Spedallstsin 
Intelleoual Property 



Manhew Arnold 4 Baldwin 
21 SMon Road 

Herts 

WD171HT 

5 April 2007 

Your ref: RDG.m3<b-44658.12 
Our reft MJF/Oli743e 

BY POST AND FAX; 01»23 216050 



numt>er 



DearSns 
Almsco Limited 

S^T^GB^^^^^ "^^"^y ^« P'*^^^^ -P--»'^ in relation to Patent Appiication 

including those In the I^vil^en^^^^^^^ 

agmes to pay his costs to date In relatioo tothVarto^^^^ ^ withdrawn and that your client 

Yours faithfully 

HGFLAW 



try Msodsthn wHh 
Harrfson Goddard f=do(a 
Patent snd Trade MBtk 



Bdgrave Hall Beigrave st 
Leeda IS2 SDD UK 



0S-«PR'-2007 17:32 



Fw/fSanderzon Partnor 
Jaxon Lumber Psr1n»r 
MattynFtsfiAesodMfe 
A/aitGMcDQnnott Consuitant 
Gean^ySffilth Consultont 



TeJ: +44(0) 113233 0146 
Fax -^4(0) 113 233 0141 



LawSoc/afy 



HGPlsanghdBmd 
ifatfamnfk 



NO. 326'' 



r APR, 200? 16:31 HGf UHf 

/in 

PfiVBl Internntiomil I.td (Pormeily DsvisrDavfi]) 
Consultiuu^ payments oucscandlag to X>t J.L. Hecncy 

Based o& £140^000.00 per ycat agreed with Mv DJ Shottsoo» af ka* aegjecred to 
pay itevdfied. biUs fot coivsuldng in 2001 and 2002. 



0004/004 

"P. 3^-^ 



JaiwZOOI 
Feb, 2001 
Mar. 2001 
Apr 200 1 
M»y.2001 
JuacL 2001 
JuIy.2O0t 
Aug. 2001 
SopL 2001 

Qct2aor 

Nov. 2001 
Dftc,2001 

JwL 2002 
Feb. 2002 
Mar. 2002 
Apr* 2002 
May. 200Z 
June, 2002 
July. 2002 
Aug, 2002 
Sept, 2O02 
Oct, 2002 
Nov- 2002 
Dc4:.2002 

Jan. 2003 
Fob. 2003 
Mar, 2003- 
Apr, 2003 
(i«y» 2003 
Jmier. 2003 

July- 2003 



unpaid 

unpaid 
unpaid 
unpaid 
unpaid 
unpaid 
unpaid 
unpaid 
unpaid 



paid 

paid > 

paid } 

paid ) 

Unpaid 

unpaid 

unpaid 

unpaid 

unpaid 

unpaid 

unpaid 

unpaid 

unpaid 



uupaid 
unpaid 
tinpaid * 

paid in part on April 30*^03 
paid in pace on Juno S*^'03 
unpaid 
unpaid 



(owing £U;50QA&onth) 



(Heads of agreeniGUt signed) 



Dcc21^2D0J £11,495.57 
Jan 14^ 2001 £11,495,57 

paid on Pbb 20^2002 
Fcb20ch £32.307.69 
paid on Feb 20^ 2002 



£15.000.00 
£10.000.00 
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